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Abstract
Vitamin A refers to a group of related compounds with all-trans retinol biologi-
cal activity and includes retinol, retinal, retinoic acid as well as the retinyl esters. 
Dietary source of vitamin A ranges from animal-based or plant-based foods, 
fortified food products and supplements. The vital biological roles of vitamin A 
compounds include normal cell growth, cell differentiation, vision and immu-
nology. Vitamin A status is monitored to prevent occurrence of both subclinical 
deficiency and toxicity. Vitamin deficiency or excess is determined through the 
measure of vitamin A status. Prolonged vitamin A intake at high doses is shown to 
be toxic, which leads to various health symptoms. Xerophthalmia, a dry eye condi-
tion is the most severe clinical effects known to be caused by vitamin A deficiency. 
The resulting deleterious effects on human health led to efforts of supplementation, 
food fortification and dietary diversification in combating vitamin A deficiency. 
In brief, this chapter covers on vitamin A, with focus on its general information, 
dietary recommendations, biological roles, vitamin A status assessment, deficiency 
or excess effects to human health as well as the prevention measures.
Keywords: vitamin A, biological roles, deficiency, excess, human health
1. Introduction
Vitamin A in health and disease chapter intends to introduce general informa-
tion of vitamin A with specific focus mainly on its dietary recommendations and its 
importance to human health. In line with this, continuous monitoring of vitamin 
A status that determines deficiency or toxicity state that could significantly affect 
human health along with prevention efforts is also described.
Vitamin A is a fat-soluble vitamin and also comprises of a group of unsaturated 
nutritional organic compounds. These compounds include preformed vitamin A that 
exist in the form of retinol (alcohol), retinal (aldehyde), retinoic acid (irreversibly 
oxidized form of retinol) and several pro-vitamin A carotenoids (mainly β–caro-
tene). The preformed vitamin A can only be obtained from the diet in food of animal 
origin and is the most abundant form of vitamin A in the human body. Retinol is 
a yellow fat-soluble substance, an absorbable form of vitamin A present in animal 
food sources. This chemical structure makes it poorly soluble in water but easily 
transferable through membrane lipid bilayers. Retinol is an alcohol and is known to 
be unstable. Vitamin A is mainly found in human tissues in the form of retinyl esters, 
which explains why the vitamin is commercially produced and administered as esters 
of retinyl acetate or palmitate. Retinyl esters will subsequently be converted into 
retinols in the small intestine [1, 2]. The pro-vitamin A comes from plant-derived 
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foods primarily in oils, fruits and vegetables. β-Carotene is the major source of 
vitamin A precursor from plants and is represented as two connected retinyl groups. 
The molecules contribute to the body’s total vitamin A level. All forms of vitamin A 
have a β-ionone ring, which is attached to an isoprenoid chain (retinyl group). Both 
of these structural moieties are essential for the vitamin to exert biological activity. 
The β-ionone ring containing carotenoids include α-carotene, β-carotene and the 
xanthophyll β-cryptoxanthin [2].
Vitamin A can be found in a variety of foods. The bioavailability of carotenoids 
in food is variable because the efficacy of metabolic processes that convert carotene 
into retinol varies from one person to another. Table 1 shows important dietary 
sources of vitamin A. Foods rich in retinol include meat, butter, retinol-enriched 
margarine, dairy products and eggs, while foods rich in β-carotene include veg-
etables and fruits (e.g. sweet potatoes, carrots, dark-green leafy vegetables, sweet 
red peppers, mangoes, melons). Several processed foods have been fortified with 
vitamin A and are good sources of the vitamin, such as cornflakes, malted milk 
powder and milk powder [2–4]. Foods containing pro-vitamin A carotenoids tend 
to have less biologically available vitamin A but are more affordable than animal 
products especially in the diets of economically deprived populations.
Retinol, in the form of retinyl esters, and pro-vitamin A carotenoids enter the 
human body as a component of nascent chylomicrons secreted into the lymphatic 
system. Most dietary retinol (in chylomicrons and chylomicron remnants) is taken 
up by the liver, which is the major site of retinol metabolism and storage. Once 
circulating retinol is absorbed from the intestine, it will bind primarily to a protein 
Food category Vitamin A (μg retinol equivalent/100g)
Meat/poultry/fish
Liver (ox/beef, chicken) 9000–16,000
Egg, whole (duck, hen) 208–304
Chicken, duck (thigh) 50–69














Full cream milk powder 400
Malted milk powder 711
Table 1. 
Dietary sources of vitamin A and retinol activity equivalences (adapted from [5, 6]).
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called retinol-binding protein (RBP). The RBP will enter and leave the liver several 
times daily due to its lipophilic properties in a process known as retinol recycling. 
The retinol will bind to a cellular RBP (CRBP-I or CRBP-II) and can then be esteri-
fied by enzyme lecithin: retinol acyltransferase (LRAT), which enables the vitamins 
to be interconvertible, i.e. the stored ester and circulating retinol form. The storage 
efficiency and retinol catabolism are dependent on vitamin A status. Low retinol 
stores are associated with reduced storage efficiency and decrease the absolute 
catabolic rate [2].
To express the vitamin A activity of carotenoids in diets on a common basis, a 
concept of the retinol equivalent (RE) was introduced [7]. Based on this concept, 
the relationships among food sources of vitamin A were established as shown 
below:
A new term, retinol activity equivalent (RAE), was introduced in order to 
express the activity of carotenoids after taking into account new research on 
vitamin A activity of carotenoids [8, 9]. Specific carotenoids/retinol equivalence 
ratios are defined for pro-vitamin A carotenoids, which account for the less efficient 
absorption of carotenoids and their bioconversion to retinol. Recent work has 
shown that the absorption of carotenoids, the vitamin A precursors, is only half of 
as much as that previously considered. Institute of Medicine established the follow-
ing conversion factor equivalents:
The use of SI units (weight and molar) is strongly recommended to replace the 
use of IU in many databases to decrease confusion and overcome limitations in the 
nonequivalence of the IU values for retinol and β-carotenes. The conversion factors 
to be used are as follows:
2. Biological roles of vitamin A
Vitamin A is an essential micronutrient required in small amounts by human 
throughout the life cycle to perform multiple metabolic functions. It is important 
for growth and development, the maintenance of immune function and mainte-
nance of epithelial cell integrity, good vision, reproduction as well as lipid metabo-
lism. Vitamin A is also an important antioxidant, a property shared with vitamins 
1 μg retinol = 1 μg RE
1 μg β-carotene = 0.167 μg RE
1 μg other pro-vitamin A = 0.084 μg RE
1 μg retinol = 1 μg RAE
1 μg β-carotene in oil = 0.5 μg RAE
1 μg β-carotene in mixed foods = 0.083 μg RAE
1 μg β-carotene and other pro-vitamin A carotenoids in mixed foods = 0.042 μg RAE
1 IU retinol = 0.3 μg retinol
1 IU β-carotene = 0.6 μg β-carotene
I IU retinol = 3.0 μg β-carotene
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E and C, respectively [3]. New biological functions of vitamin A such as lipid 
metabolism, insulin response, energy balance and the nervous system are continu-
ously being discovered.
2.1 Vitamin A and health importance
Vitamin A has long been known to play a critical role in vision. Night blindness 
or reduced vision ability under dim light is a very early and purely subjective symp-
tom of vitamin A deficiency (VAD). In the eye, the 11-cis retinal binds to protein, 
term opsins, to form both the rhodopsins (rods) and iodopsins (cones) visual 
pigments [10]. Light that enters the eyes will isomerise the bound 11-cis retinal to 
all-trans form which initiates excitation of the photoreceptor cell. This isomerisa-
tion reaction will trigger nervous signal and passes along the cranial ‘optic nerve’ 
destined for the visual centre of the cerebral cortex that translates into a picture 
[11, 12]. A vitamin A metabolite, retinoic acid (RA), is essential for the normal 
functioning of the immune system [13]. Retinol and its derivatives function as an 
immune enhancer that potentiates the antibody response; at the same time it main-
tains and restores the integration of all mucosal cells and their functions. Retinols 
are also required for the development of leukocytes that play a major role in mount-
ing an immune system. The major site of vitamin A action in the immune response 
is thought to be the T helper cell and T lymphocytes cell. The retinol derivative 
‘4-hydroxyretinoic acid’ rather than retinoic acid is important in this aspect [14].
Along with its role in vision and immune system, vitamin A has also been shown 
to be actively involved in the production of red blood cells, which are derived from 
stem cells that depend upon retinoid for their proper differentiation. Vitamin A also 
appears to facilitate the mobilisation of iron stores to the developing erythrocytes 
where it is incorporated into haemoglobin, the oxygen carrier complex protein [15]. 
In addition, vitamin A (retinol, retinoic acid, all-trans retinal) is an important signal-
ling molecule that affects gene expression and is called ‘retinoid-controlled genes’ 
which are involved in the differentiation and development of foetal and adult tissues, 
stem cell differentiation, apoptosis, support of reproductive and immune functions 
and regulation of lipid metabolism and energy homeostasis [16]. Retinol and retinoic 
acid also play a vital part in the development of human embryo and differentiation 
of three germ layers and propagation of the signalling process in the formation of the 
neural tube, organogenesis and development of limbs during embryogenesis. There 
are two main types of high-affinity receptor for trans- and cis-retinoic acid isomers 
within the nucleus cells of vertebrates including mammals. Each set of these recep-
tors has six different domains which are involved in gene expression [17].
In terms of skin health, the isoform retinoic acid will switch on genes that differ-
entiate immature skin cells into mature epidermal cells. Vitamin A and its metabolites 
have also been shown to improve photo-aged and chronologically aged skin patholo-
gies. They promote the deposition of new collagen fibres and prevent degradation 
occurring in such skin types [11]. Growth hormone is a peptide hormone that stimu-
lates growth (anabolic metabolite), cell reproduction and cell regeneration in humans 
and other animals. Growth hormone is a 191-amino acid, single-chain polypeptide 
that is synthesised, stored and secreted by the somatotropic cells within the lateral 
wings of the anterior pituitary gland. The availability of vitamin A is necessary for 
expression of many genes including those human growth hormones [11].
Studies showed that vitamin A in the form of retinol is required for maintenance 
of adult mammalian spermatogenesis. Spermatogenesis is the production and 
development of sperm. It is a process which sperm cells undergo a series of cellular 
changes and divisions in order to fully develop. The cell begins as a spermatogo-
nium and the undeveloped diploid sperm cell and ends as four spermatids. These 
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spermatids form fully developed sperm cells that comprise semen. Retinoid acid is 
an essential regulator of gametogenesis both in male and female gametes, such that 
they can enter meiosis [18]. Antioxidant activity is another identified vital role, 
where the presence of vitamin A or β-carotene in small doses showed anticancer 
effect. It appears to stem from its ability to scavenge for reactive oxygen species 
(ROS) and can improve immune function in addition to eliciting an anti-prolifera-
tive effect through the retinoic acid receptor (RAR) and retinoid X receptor (RXR). 
ROS are the most important free radical in biological system and harmful by-
products generated during the normal cellular functions. In this way, they can block 
certain carcinogenic processes and thus inhibit tumour cell growth [11, 19].
3. Assessing vitamin A status
Vitamin A status of a specific population is important to better understand 
health status of the community in that particular area. VAD can lead to many health 
consequences, with children, pregnant and lactating women known to be the promi-
nent groups suffering from VAD in many low-income countries [20]. Its prevalence 
of deficiency in a population is assessed by specific indicators/biomarkers [21].
3.1 Indicators to assess vitamin A status
There are several indicators/biomarkers to detect VAD. The ‘gold standard’ 
method to assess vitamin A status is through the direct measurement of liver 
reserves of vitamin A through biopsy, since in human, vitamin A is stored abun-
dantly (>90%) in the liver [22]. A study in average-weight individuals for 4 months 
had shown that an estimated cut-off at 0.07 μmol/g liver was able to protect them 
from any clinical signs of VAD [23]. Unfortunately, this method is not feasible for 
population evaluation [24, 25]. Therefore, other various methods are being pro-
posed to assess and monitor VAD based on their different aspects. The two different 
ways include biological (clinical, functional, histological) and biochemical indica-
tors [26]. In 2010, liver reserves of vitamin A were plotted against the commonly 
used indicators to define the range of liver reserves associated with the specific 
indicators. It was later updated in 2015 as presented in Figure 1 [27].
Figure 1. 
The definition of vitamin A status assessed by using vitamin A indicators associated with vitamin A 
concentration in the liver. In 2010, 0.7–1 μmol/g was considered adequate, but this range is considered high 




Biological indicators consist of clinical, functional and histological components. 
The clinical indicators are xerophthalmia where it consists of two words, ‘xeros’ 
(dry) and ‘ophthalmia’ (eye), which refers to specific eye diseases caused by VAD 
[28]. It is classified into several groups with night blindness being the earliest ocular 
sign of VAD. The xerophthalmia classifications and its associated criteria of public 
health problems by WHO are highlighted in Table 2.
3.1.1.1 Functional indicators
Night blindness (XN) or poor adaptation to the dark is a functional indicator 
of VAD, which is assessed by taking a history from mothers and both pregnant 
and lactating women. The cut-off point to indicate the deficiency in mothers and 
children (age 24–71 months) is ≥1% report history of night blindness [29]. Night 
blindness occurs if vitamin A is seriously depleted since it is responsible for vision 















Conjunctival xerosis X1A Not 
applicable









history of X1A and 
night blindness
Corneal xerosis X2 >0.01% A mild superficial 






X3A >0.01% Rapidly induced 





X3B >0.1% Irreversible 
stage even with 
supplementation
Corneal scar XS >0.05% Bilateral with 
onset before 
5 years





Xerophthalmia classifications and its associated criteria of public health problem as per WHO (adapted from [57]).
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3.1.1.2 Clinical indicators
Signs of chronic, long-standing VAD of xerophthalmia are conjunctival xerosis 
(X1A) and Bitot’s spots with conjunctival xerosis (X1B). In general, a very bright 
torchlight in natural light is used to examine the eyes [29]. Conjunctival xerosis or 
drying can occur in both eyes where eyes turn dry and non-wettable with wrinkle 
presence at the temporal conjunctiva [31, 32]. Bitot’s spots are the accumulation of fine 
white foamy cheesy material comprising keratin, on the conjunctival surface [28].
Signs of acute, sudden onset of VAD are corneal xerosis (X2), corneal ulceration 
with xerosis (X3A), keratomalacia (X3B) and xerophthalmia fundus (XF). Corneal 
xerosis (X2) is drying of the cornea due to the lack of mucus and tears (wetting 
agent) because glands in the conjunctiva are no more functioning normally [33]. 
Lesions on the cornea become denser, and stromal oedema starts to develop during 
corneal xerosis. The cornea appears to be granular, rough and blurry when exam-
ined using a hand light [32]. At this stage, treatment with vitamin A will heal the 
eyes within 1 to 2 weeks without leaving any scars. Corneal ulceration with xerosis 
(X3A) is permanent destruction of all or some parts of the corneal stroma which 
are prominent. Ulcers may be shallow but usually become deep if it penetrates into 
the cornea. Vitamin A therapy can cure superficial ulcer, leaving small scars, while 
deeper ulcers and perforations form dense scars [28].
Keratomalacia (X3B) means softening of the cornea, and it is a rare stage of 
xerophthalmia. The cornea may become thickened and melt away due to a pro-
gression of necrosis or death of tissue, affecting the collagen in the cornea [32]. 
Blindness is usually inevitable, although other eyes and the lives of children can be 
instantly saved by vitamin A therapy. Keratomalacia is also usually associated with 
secondary eye infections but can be treated with an antibiotic [28]. Xerophthalmia 
fundus (XF) is the appearance of small yellowish lesions on the fundus of the 
eye, which occurs due to the loss of pigment from the retinal pigment epithelium 
caused by VAD. The lesions are sometimes accompanied by blind spots or scotomas, 
congruent with their distribution on the retina [34]. The healing or end result of 
corneal ulceration and keratomalacia is corneal scars (XS). Scars are left on the 
cornea with varying densities, known as staphyloma (permanent bulging of the 
damaged cornea) or phthisis bulbi (shrunken globe), whereby the contents of  
the intraocular are gone and can lead to blindness [28].
3.1.1.3 Histological indicators
The morphological changes of epithelial cells from the conjunctiva surface can 
be assessed using a piece of filter paper. Normal conjunctiva cells show an abun-
dance of mucin-secreting goblet cells and small epithelial cells. However, if there is 
a deficiency in vitamin A, the goblet cells and mucin droplets will reduce, and the 
epithelial cells become enlarged, separated and flattened [29]. Histological indica-
tors include conjunctival impression cytology (CIC) and impression cytology 
with transfer (ICT). Assessing VAD using both techniques requires standard pore 
size filter paper, slides and a simple light microscope. The method involves gently 
applying a filter paper on the surface of the conjunctiva for 2–3 seconds, and after 
removal, it is placed in fixative and stained to differentiate the goblet cells from the 
endothelial cells. The eye is classified as normal or abnormal based on the number 
of goblet cells, which is counted under a microscope [35]. The differences between 
the two techniques are ICT only require single staining while CIC include extra 
processing steps for fixing, staining and mounting specimens. Comparatively, 
the CIC technique is more efficient in transferring cells of high quality from filter 




Biochemical indicators include serum and breast milk retinol concentrations, 
relative dose response (RDR) test, modified relative dose response (MRDR) 
test and isotope dilution (ID) assay.
3.1.2.1 Serum retinol concentrations
Serum retinol concentrations are among the most common method used 
to identify populations at risk of VAD [36]. They are determined using high-
performance liquid chromatography (HPLC). The current cut-offs for VAD are 
<0.70 μmol/L, while severe VAD is classified below 0.35 μmol/L [21]. However, 
this indicator is affected by infections [37], inflammation and inadequate intakes 
of protein, zinc or energy, which are needed for retinol-binding synthesis [38]. 
Therefore, before using serum retinol concentration to assess VAD in a population, 
these factors should also be taken into consideration. In addition, serum retinol 
concentrations are homeostatically controlled over a broad range of body store and 
only decline when the liver reserves are very low [39]. Serum retinol concentrations 
should be used in conjunction with another biological indicator or when four or 
more of the following risk factors are detected in the population being assessed 
[40]. These risk factors include:
a. Infant mortality rate and under 5 years old mortality rate are >75 of 1000  
and >100 of 1000 live births, respectively.
b. Less than 50% of children of 12–23 months old have full immunisation 
coverage.
c. The prevalence of breastfeeding in 6-month-old infants are <50%.
d. Among 75% of children (1–6 years old) have median dietary intakes <50% of 
the recommended safe levels of intake.
e. The prevalence of 2-week period of diarrhoea is ≥20%.
f. Fatality rate of measles cases is ≥1%.
g. More than 50% of women (15–44 years old) have no formal schooling.
h. Less than 50% of households has a safe water source (e.g. boiled, treated, 
filtered, properly stored).
3.1.2.2 Breast milk retinol concentrations
Breast milk retinol concentration is a unique indicator in lactating women. It has 
also been proposed as a measure of the population status of vitamin A, since the 
probability of infant and children at risk of VAD is very high if the lactating women 
are of a community with marginal vitamin A status [41]. Vitamin A deficiency is 
considered a moderate public health problem if the prevalence of inadequate milk 
retinol concentrations (≤1.05 mmol/L or ≤8 mg/g milk fat) is ≥10–<25% [29]. The 
breast milk samples are easier to obtain, and the concentration of retinol in milk 
can be determined after saponification by HPLC, similar to those used to determine 
serum retinol [42].
9Vitamin A in Health and Disease
DOI: http://dx.doi.org/10.5772/intechopen.84460
3.1.2.3 Relative dose response test (RDR)
The test principle of the RDR is on the basis that when vitamin A undergoes 
depletion, apo-retinol-binding protein (apo-RBP) accumulates in the liver. In this 
test, a challenge dose of retinyl ester is given to the subject, and blood samples are 
withdrawn prior to dosing (baseline) and 5 hours after dosing. The retinol from 
retinyl ester will bind to the excess RBP and is released into serum as holo-reti-
nol/retinol-binding protein complex (holo-RBP-retinol complex). A percentage 
change is measured as per Eq. 1 where RDR ≥ 20% indicates VAD [35].
  RDR  (%)  =   [A5] −  
[A0]  _________
 [A5] 
 × 100 (1)
where, [A5] is the serum retinol concentration at 5-hr post-dosing; and [A0] is 
the serum retinol concentration just before dosing (baseline).
3.1.2.4 Modified relative dose response test (MRDR)
MRDR is a modified test of RDR using 3, 4-didehydroretinyl acetate (DRA) 
as the challenge dose, followed by a high-fat snack to ensure adequate absorption. 
In this method, a single blood sample is taken after 4 to 7 hours dosing [43]. In 
parallel to retinyl esters, DRA is hydrolysed to 3, 4-didehydroretinol (DR) within 
small intestine, taken up by enterocytes and esterified to form various didehydro-
retinyl esters. The esters are de-esterified to form DR in the liver, which can bind 
to apo-RBP and be released into serum or can be re-esterified and stored in stellate 
cells. The only difference between DR and retinol is the presence of a double bond 
located in the 3–4 position on β-ionone ring of DR. This structural difference can be 
separated using HPLC due to their difference in polarity. The MRDR value, which 
is used to indicate liver reserves, is the ratio of DR to retinol in serum [27]. The 
ratio of 3, 4-didehydroretinol (DR) to retinol is calculated, and the value of ≥0.06 
indicates VAD in children [44]. The MRDR test has been widely used to diagnose a 
subclinical vitamin A status.
3.1.2.5 Isotope dilution (ID) assay
Of all the indicators available, the most accurate method to indirectly 
measure the vitamin A storage in the liver known till now is the isotope dilu-
tion assay [45–47]. Isotope dilution assay could detect a full range of vitamin 
A content in the body from deficient state up to the toxic level [48]. This test 
involves blood sample collection before and after the administration of a stable 
isotope tracer (deuterated or 13C-labelled retinyl acetate) at an appropriate 
equilibration period. The variations in the equation and assumptions used in the 
calculation are dependent on the study design based on the population assessed. 
The method of mass spectrometry used, the dosage size given to the subjects 
and the time allowed for equilibration were also taken into consideration when 
calculating the total body reserve in the ID test [41]. The ID assay is determined 
as shown in Eq. 2.
  ( F a × a) +  ( F b × b) =  ( F c × c) (2)
where:
a is the amount of dose absorbed and stored (dose × absorption rate).
b is the baseline total body reserves of vitamin A.
Vitamin A
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c is the total body reserve in μmol after the dose (c = a + b).
  F =  R ____ 
R + 1
and R  is 13 C  / 12 C (3)
where Fa, Fb and Fc are the abundance of isotopes [
13C/total C; At %/100;  
R/(R + 1)] from dose, baseline serum and serum after the dose.
4. Effects of vitamin A deficiency or toxicity on human health
Routine monitoring of vitamin A status serves as an important measure in the 
determination of toxicity due to excessive intake or deficiency in a population. 
Under circumstances where dietary consumption does not meet the recommended 
criteria, this could lead to vitamin deficiency or toxicity depending on whether 
the vitamin consumption is insufficient or in excess, respectively. Various health 
implications have been reported as a consequence of both vitamin deficiency and 
excess, as discussed below.
4.1 Vitamin A deficiency (VAD)
Dietary source of vitamin A is generally available in various forms, of which 
the preformed retinol from animal-based source (eggs, liver, dairy) is the most 
bioavailable form of vitamin A. Plant-based food sources are rich in pro-vitamin A; 
however, populations that are dependent solely on these sources are at higher risk 
of VAD since its absorption is reliant on various factors [49, 50]. VAD is commonly 
associated with decreased immunity and higher risk of night blindness [51]. It is 
worthwhile to note that this deficiency is highly prevalent in countries with an 
alarming increase of diabetes especially among those of lower income group in 
United States as well as Asian developing countries [51, 52].
Vulnerability to VAD differs according to specific life stages that include infancy, 
childhood and pregnancy. VAD in neonates is highly related to insufficient vitamin 
A in breast milk or formula milk. Apart from dietary shortage, VAD could have also 
been triggered by reduced intestinal absorption of vitamin A. Prolonged deprivation 
of body requirements for vitamin A leads to vitamin A deficiency disorders (VADDs) 
that affects gastrointestinal, renal, musco-skeletal organ systems as well as harming 
growth and development [53]. Xerophthalmia and anaemia are two most common 
examples of VADDs. In line with vitamin A roles as immunity enhancer, its defi-
ciency is often associated with an increased risk of infections [54, 55]. Respiratory 
tract infections and diarrhoeal diseases are the most common form of infections 
with high incidence of mortality along with marked susceptibility to severe measles 
infection [55–57]. The representation of VADD association to risk of mortality is 
presented in Figure 2 below.
4.1.1 Vitamin A deficiency and xerophthalmia
Xerophthalmia refers to a spectrum of ocular manifestations due to VAD and 
varies according to its severity and age. It is characterised by pathological dryness 
of the conjunctiva and cornea that turns out as a leading cause of childhood corneal 
blindness, especially in nutritionally deprived populations [58]. All of such signs 
encompass those involving impaired retinal sensitivity to light (night blindness) and 
epithelial disruptions of the cornea and conjunctiva (conjunctival xerosis, Bitot’s spot, 
corneal xerosis and keratomalacia) [59, 60]. The classifications of xerophthalmia 
stages in order of severity based on WHO criteria are shown in Table 2 (Section 3.1.1).
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Xerophthalmia can occur in any age group with higher possibilities in preschool-
age children, adolescents and pregnant women. In line with greater requirements for 
growth, children are more prone to VAD and xerophthalmia [61]. The initial symp-
toms of VAD are characterised by impaired adaptation to dark, which starts when the 
serum retinol concentration falls below 1.0 μmol/L and becomes more often when it 
falls lower than 0.7 μmol/L. A further drop in serum retinol concentration level below 
0.35 μmol/L leads to more frequent and severe xerophthalmia condition [62, 63]. The 
incidence of xerophthalmia is often associated with higher risk of mortality [57].
Night blindness is generally the earliest manifestation, and it is indicated by vision 
limitation under dim light and is both a sensitive and specific indicators for low serum 
retinol levels [63, 64]. Vitamin A in the form of retinal within the eyes combines with 
opsin to form rhodopsin, which is the photosensitive visual pigment of rods. Rhodopsin 
level decreases when vitamin A is deficient, and this impairs the rod function causing 
night blindness [61]. Bitot’s spot is the representation of opaque whitish deposits on 
the scleral conjunctiva, which is the most characteristic sign of problems related to 
VAD. Conjunctival xerosis is already present at this stage, with the conjunctiva appear-
ing dry and dull. Under conditions where VAD persists, corneal xerosis (hazy cornea) 
occurs, followed by keratomalacia (liquefaction of part or all cornea) [61].
Several risk factors have been associated with onset of VAD and xerophthalmia 
based on epidemiological findings. These include demographic, geographic, child-
hood, parents and household factors. The mechanism of these factor effects on the 
prevalence of xerophthalmia is summarised in Table 3.
4.2 Vitamin A toxicity
On another note, the increase in supply and consumption of fortified foods and 
supplements led to intake of preformed vitamin A at higher than the recommended 
level [75]. The side effects of vitamin A excess could occur in two forms, known as 
hypervitaminosis A and hypercarotenemia [76].
4.2.1 Hypervitaminosis A
Hypervitaminosis A can occur due to both acute and chronic intoxications that 
generally result from excessive intake of vitamin A from nutritional supplements 
Figure 2. 
Representation of VADDs in relation to risk of mortality (adapted from [53]).
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and foods rich in vitamin A [76]. Acute toxicity occurs when adults and children 
ingest more than their respective recommended dietary allowance within few hours 
or days, while chronic toxicity results from prolonged consumption of preformed 
vitamin A over the months or years. However, acute conditions create minimal 
consequences to human health compared to those under chronic toxicity [77, 78]. 
Vitamin A, being an essential fat-soluble micronutrient, is quickly absorbed upon 
ingestion, although it is only cleared slowly from the body. Under such conditions, 
toxicity could arise either from high-dose exposure or low intake over short or 
prolonged duration, respectively [79]. Chronic hypervitaminosis A leads to vari-
ous clinical manifestations that include xerosis, epistaxis, alopecia, weakness and 
fatigue, bone and joint pain, insomnia, drowsiness, anorexia, bulging fontanelle in 
infants as well as psychiatric symptoms [76].
Previous research findings have shown that elevated serum concentrations of 
vitamin A is highly associated with risk of hip fracture [80, 81]. This association 
is supported by evidence of rat-based experimental studies that demonstrated 
excessive intake of vitamin A leads to increased bone resorption and less forma-
tion at the outer surface that results in bone narrowing [82, 83]. In contrast, the 
mechanism takes place in opposing effect on the bone marrow surface, where an 
increase in vitamin A intake reduces bone resorption while increasing its formation. 
This contradictory effect takes place by the action of vitamin A or its metabolites 
on osteoblasts at the outer surface together with indirect effect on bone marrow 
surface [83, 84].
4.2.2 Hypercarotenemia
Hypercarotenemia, which is also referred to as carotenemia or carotenodermia, 
is a benign phenomenon characterised by pigmentation of the skin. The yellow-
orange pigmentation is a result of carotene deposition at the stratum corneum, 
which is the outermost layer of epidermis [76]. Hyperlipidaemia, consumption of 
excessive carotene or failure of converting carotenes into vitamin A are conditions 
that lead to the onset of carotenemia. In view that there is a direct relationship 
between β-carotene and β-lipoprotein, other medical conditions that are associated 
with hyperlipidaemia also could lead to this pigmentation. Those conditions include 
diabetes mellitus, nephrotic syndrome and hypothyroidism. Apart from these, 
patients suffering from liver disease are also at higher risk of carotenemia due to the 
Risk factors Epidemiological findings References
Demographic Higher prevalence is observed in neonates, preschool children and 
pregnant women as they are more vulnerable to be deficient
[57, 65]
Geographic VAD and xerophthalmia are generally more prevalent in rural areas due 
to variations of vitamin A-rich food sources, supplementation efforts, 
limited access and climate changes
[57, 66–68]
Childhood Breastfed children are at minimal risk of infections and xerophthalmia 
compared to the non-breastfed children
[57, 69]
Parental Education literacy is important since it is highly protective against 
xerophthalmia development and VAD in preschool children
[57, 70]
Household Poor hygiene, inefficient water supply and cultural and behavioural 
practices of a family can increase the risk of xerophthalmia. Its 
prevalence is higher in lower socioeconomic status areas
[57, 70–74]
Table 3. 
Risk factors associated with prevalence of VAD and xerophthalmia.
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impaired conversion of β-carotene into vitamin A [76]. In contrast to hypervitamin-
osis A, there are no clear indications of carotenemia to health, and the pigmentation 
could disappear within weeks to months along with a steady decrease in β-carotene 
concentration [76, 85].
4.3 Prevention of vitamin A deficiency in nutritionally vulnerable populations
Dietary factors are highly correlated with VAD, especially with increasing 
requirements at different stages of life. Apart from these, sociocultural factors 
(intra-household distribution, gender preference) and other economic constraints to 
achieve adequate dietary requirements for well-being are where a high prevalence of 
deficiency occurs that leads to prevention efforts. The undertaken prevention efforts 
should also cater to reduce infectious disease apart from improving vitamin A levels 
[53]. The prevention approach includes dietary diversification, fortification as well as 
supplementation. The feasibility of applying each preventive strategy concurrently is 
somehow dependent on deficiency prevalence and severity as well as infrastructure, 
financial capacity, potential benefits and safety [86]. In addition, it is also necessary 
to understand that the success of each preventive programme is interrelated to all 
levels, inclusive of family, community, district, national and global [53].
4.3.1 Dietary diversification
Dietary diversification refers to efforts of increasing vitamin A intake from com-
monly accessible and easily available food sources. This approach is deemed feasible 
provided there is diverse, affordable and continuous supply of vitamin A-enriched 
dietary sources. Extended breastfeeding is also regarded an important dietary inter-
vention measure, especially as a first-line defence and protection for infants and young 
children against xerophthalmia. A combined approach of weaning with a routine pro-
vision of vitamin A-enriched sources (fruits, vegetables, eggs and others) has proven 
effective in increasing serum levels of retinols among children [87]. However, under 
circumstances that the dietary supply is inadequate, home or community gardening 
will be a good alternative in ensuring food security. In addition to food security, this 
effort is viable for income generation as well as providing nutritional education to the 
community. The attempt to involve community-level participation is vital for behav-
ioural adaptation that could considerably improve vitamin A status [53].
4.3.2 Fortification
Fortified foods have been a common intervention globally in combating multiple 
nutrient deficiencies. The effectiveness of fortification-based intervention is highly 
dependent on few factors. These include the fortified food vehicle that are widely 
consumed by high-risk groups, incurs minimal cost and is of a high quality along 
with centralised processing and distribution [53]. Comparatively, preventive mea-
sure via food fortification is much more beneficial and effective than either dietary 
diversification or vitamin A capsule distribution. Numerous food sources have been 
subjected to fortification, and these range from oils, flours, cereals, rice, infant 
formula and also beverages. As such, fortification relates to exploitation of current 
fortified food consumption patterns towards enhancing vitamin A status [53].
4.3.3 Supplementation
Vitamin A supplementation at high dosage is the most widely practiced pre-
vention measures throughout the world. The supplementation is channelled on 
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an interval basis with a designated duration. This mode of prevention comprises 
community involvement and efforts to provide vitamin A supplements to nutrition-
ally vulnerable groups, especially preschool children and mothers. The rationale 
for high-dose supplementation of vitamin A is based on the assumption that this 
fat-soluble compound will be stored in the liver and is released together with the 
transport proteins as per body tissue requirement [53].
5. Conclusion
Vitamin A is one of the fat-soluble vitamins that are vital for various biological 
roles in the human body, as it is essential for embryogenesis up to adulthood. It can 
be sourced from both animal-based (preformed vitamin A) and plant-based (pro-
vitamin A) foods. The evaluation of whether a population is vitamin A deficient or 
excess is determined by status monitoring. Biological and biochemical indicators are 
the most widely applied parameters in assessment of vitamin A status. Vitamin A 
deficiency or toxicity state arises under conditions where the dietary intake does not 
comply with recommended levels. It is crucial to note that both conditions could 
lead to various health complications with VAD leading to mainly xerophthalmia, 
increased infection risk and anaemia, while toxicity could result in chronic hyper-
vitaminosis and hypercarotenemia. In line with this, prevention efforts that could 
improve vitamin A status are widely explored. Dietary diversification, fortification 
and supplementation are the three main approaches that are widely applied for this 
purpose. These continuous efforts are believed to be able in improving vitamin A 
status among the vitamin A-deficient populations.
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CIC conjunctival impression cytology
CRBP cellular retinol-binding protein
DR 3, 4-didehydroretinol
DRA 3, 4-didehydroretinyl acetate
Holo-RBP-retinol complex holo-retinol/retinol-binding protein complex
HPLC high-performance liquid chromatography
ICT impression cytology with transfer
ID isotope dilution
LRAT lecithin: retinol acyltransferase
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X1B Bitot’s spots with conjunctival xerosis
X2 corneal xerosis




[1] Gerster H. Vitamin A-functions, 
dietary requirements and safety in 
humans. International Journal for 
Vitamin and Nutrition Research. 
1997;67(2):71-90
[2] Authority EFS. Scientific opinion 
on dietary reference values for Vitamin 
A. EFSA panel on dietetic products, 
nutrition and allergies (NDA). EFSA 
Journal. 2015;13(3):4028. DOI: 
10.2903/j.efsa.2015.4028
[3] WHO/FAO. Vitamin A. In: Vitamin 
and Mineral Requirements in Human 
Nutrition. Report of a Joint FAO/
WHO Expert Consultation. 2nd ed. 
Geneva, Switzerland: World Health 
Organization; 2004
[4] National Coordinating Committee 
on Food and Nutrition N. RNI 
Recommended Nutrient Intakes for 
Malaysia. A report of the Technical 
Working Group on Nutritional 
Guidelines. Malaysia: Ministry of Health 
Malaysia (MOH); 2017
[5] Tee E, Ismail M, Mohd Nasir A, 
Khatijah I. Nutrient Composition of 
Malaysian Foods. 4th ed. Institute for 
Medical Research: Kuala Lumpur; 1997. 
p. 310
[6] USDA. National Nutrient Database 
for Standard Reference, Release April. 
Current Version: September: United 
States: US Department of Agriculture, 
Agricultural Research Service, Nutrient 
Data Laboratory; 2018. Available from: 
https://ndb.nal.usda.gov/ndb/search/
list?home=true
[7] FAO/WHO. Requirements of 
Vitamin A, Thiamine, Riboflavin and 
Niacin. WHO Technical Report Series 
No362-FAO Nutrition Meetings Report 
Series No 41: Geneva, Switzerland: 
World Health Organization; 1967
[8] Medicine Io. Dietary Reference 
Intakes for Vitamin A, Vitamin K, 
Arsenic, Boron, Chromium, Copper, 
Iodine, Iron, Manganese, Molybdenum, 
Nickel, Silicone, Vanadium and Zinc. 
Washington DC, USA: National 
Academy Press; 2001. p. 773
[9] West CE, Eilander A, van 
Lieshout M. Consequences of 
revised estimates of carotenoid 
bioefficacy for dietary control of 
vitamin A deficiency in developing 
countries. The Journal of Nutrition. 
2002;132(9):2920S-2926S. DOI: 10.1093/
jn/132.9.2920S
[10] Wald G. Molecular basis of visual 
excitation. Science. 1968;162:230-239. 
DOI: 10.1038/219800a0
[11] Oruch R, Pryme I. The biological 
significance of vitamin A in humans: 
A review of nutritional aspects and 
clinical considerations. ScienceJet. 
2012;1(19):1-13
[12] Rando R. Retinoid isomerization 
reactions in the visual system. In: 
Blomhoff R, editor. Vitamin A in Health 
and Disease. New York, USA: Marcel 
Dekker; 1994. pp. 503-529
[13] Field CJ, Johnson IR, Schley 
PD. Nutrients and their role in host 
resistance to infection. Journal of 
Leukocyte Biology. 2002;71(1):16-32. 
DOI: 10.1189/jlb.71.1.16
[14] Erkelens MN, Mebius RE. Retinoic 
acid and immune homeostasis: A 
balancing act. Trends in Immunology. 
2017;38(3):168-180. DOI: 10.1016/j.
it.2016.12.006
[15] Cusick SE, Tielsch JM, Ramsan M, 
Jape JK, Sazawal S, Black RE, et al. The 





Vitamin A in Health and Disease
DOI: http://dx.doi.org/10.5772/intechopen.84460
[16] Al Tanoury Z, Piskunov A, 
Rochette-Egly C. Vitamin A and retinoid 
signaling: Genomic and nongenomic 
effects: Thematic review series: Fat-
soluble vitamins: Vitamin A. Journal of 
Lipid Research. 2013;54:1761-1775. DOI: 
10.1194/jlr.R030833
[17] Gutierrez-Mazariegos J, Theodosiou 
M, Campo-Paysaa F, Schubert M, 
editors. Vitamin A: A Multifunctional 
Tool for Development. Seminars in Cell 
& Developmental Biology. Elsevier; 
2011;22:603-610. DOI: https://doi.
org/10.1016/j.semcdb.2011.06.001
[18] Wright WW. New insights into 
the regulation of gametogenesis by 
retinoic acid. Biology of Reproduction. 
2010;83(6):890-892. DOI: 10.1095/
biolreprod.110.088377
[19] Nimse SB, Pal D. Free radicals, 
natural antioxidants, and their 
reaction mechanisms. RSC Advances. 
2015;5(35):27986-28006. DOI: 10.1039/
c4ra13315c
[20] Akhtar S, Ahmed A, Randhawa 
MA, Atukorala S, Arlappa N, Ismail T, 
et al. Prevalence of vitamin A deficiency 
in South Asia: Causes, outcomes, 
and possible remedies. Journal of 
Health, Population, and Nutrition. 
2013;31(4):413-423
[21] Organization WH. Global 
Prevalence of Vitamin A Deficiency 
in Populations at Risk 1995-2005. 
WHO Global Database on Vitamin A 
Deficiency. Geneva: 2009. pp. 1-68
[22] Furr HC, Amedee-Manesme 
O, Clifford AJ, Bergen H 3rd, Jones 
AD, Anderson D, et al. Vitamin A 
concentrations in liver determined 
by isotope dilution assay with 
tetradeuterated vitamin A and by biopsy 
in generally healthy adult humans. The 
American Journal of Clinical Nutrition. 
1989;49(4):713-716. DOI: 10.1093/
ajcn/49.4.713
[23] Medicine Io. Food and Nutrition 
Board. Dietary Reference Intakes 
for Vitamin A, Vitamin K, Arsenic, 
Boron, Chromium, Copper, Iodine, 
Iron, Manganese, Molybdenum, 
Nickel, Silicon, Vanadium and Zinc. 
Washington, DC: National Academy 
Press; 2001. pp. 82-146
[24] Tanumihardjo S, Furr H, Amedee-
Manesme O, Olson J. Retinyl ester 
(vitamin A ester) and carotenoid 
composition in human liver. 
International Journal for Vitamin  
and Nutrition Research. 
1990;60(4):307-313
[25] Haskell MJ, Handelman GJ, Peerson 
JM, Jones AD, Rabbi MA, Awal M, et al. 
Assessment of vitamin A status by the 
deuterated-retinol-dilution technique 
and comparison with hepatic vitamin A 
concentration in Bangladeshi surgical 
patients. The American Journal of 
Clinical Nutrition. 1997;66(1):67-74. 
DOI: 10.1093/ajcn/66.1.67
[26] Ross SA, McCaffery PJ, Drager UC, 
De Luca LM. Retinoids in embryonal 
development. Physiological Reviews. 
2000;80(3):1021-1054
[27] Tanumihardjo SA, Russell RM, 
Stephensen CB, Gannon BM, Craft 
NE, Haskell MJ, et al. Biomarkers of 
nutrition for development (BOND)—
Vitamin A review. The Journal of 
Nutrition Supplement: Biomarkers 
of Nutrition for Development 
(BOND) Expert Panel Reviews. 
2016;146(9):1816S-1848S. DOI:  
10.3945/jn.115.229708
[28] West K Jr, Sommer A. Delivery 
of oral doses of vitamin A to prevent 
vitamin A deficiency and nutritional 
blindness. A state-of-the art review. 
Nutrition Policy Discussion Paper (UN/
ACC). 1987;2:14-18
[29] Organization WH. Indicators for 
assessing vitamin A deficiency and their 
application in monitoring and evaluating 
Vitamin A
18
intervention programmes. Report of a 
WHO/UNICEF Consultation. Geneva; 
1996. pp. 22-39
[30] Wald G. The photoreceptor 
process in vision. American Journal of 
Ophthalmology. 1955;40(5):18-41. DOI: 
10.1016/0002-9394(55)91835-3
[31] Smith J, Steinemann TL. Vitamin A 
deficiency and the eye. International 
Ophthalmology Clinics. 2000;40(4): 
83-91
[32] Sommer A. Field Guide to the 
Detection and Control of Xerophthalmia 
Geneva: World Health Organization; 
1982. Available from: http://www.who.
int/iris/handle/10665/40822 [Accessed: 
30-10-2018]
[33] Gilbert C. The eye signs of vitamin 
A deficiency. Community Eye Health 
Journal. 2013;26(84):66-67
[34] Semba RD. In: Semba RD, 
editor. Handbook of Nutrition and 
Ophthalmology. New Jersey: Humana 
Press Inc; 2007
[35] Tanumihardjo SA. Assessing 
vitamin A status: Past, present and 
future. The Journal of Nutrition. 
2004;134(1):290S-293S. DOI: 10.1093/
jn/134.1.290S
[36] Sommer A, Davidson 
FR. Assessment and control of 
vitamin A deficiency: The Annecy 
accords. The Journal of Nutrition. 
2002;132(9):2845S-2850S. DOI: 10.1093/
jn/132.9.2845S
[37] Stephensen CB. Vitamin A, 
infection, and immune function. 
Annual Review of Nutrition. 
2001;21(1):167-192. DOI: 10.1146/
annurev.nutr.21.1.167
[38] Force VATT. Appropriate Uses 
of Vitamin a Tracer (Stable Isotope) 
Methodology. Washington, DC: ILSI 
Human Nutrition Institute; 2004
[39] Tanumihardjo SA. Vitamin A status 
assessment in rats with 13C4-retinyl 
acetate and gas chromatography/
combustion/isotope ratio mass 
spectrometry. The Journal of Nutrition. 
2000;130(11):2844-2849. DOI: 10.1093/
jn/130.11.2844
[40] Organization WH. Serum retinol 
concentrations for determining the 
prevalence of vitamin A deficiency 




[41] Tanumihardjo SA. Biomarkers of 
vitamin A status: What do they mean? 
Priorities in the assessment of vitamin 
A and iron status in populations; 15-17 
September 2010; Panama City, Panama: 
World Health Organization, Geneva: 
2012. pp. 44-54
[42] Tanumihardjo SA, Penniston 
KL. Simplified methodology to 
determine breast milk retinol 
concentrations. Journal of Lipid 
Research. 2002;43(2):350-355
[43] Tanumihardjo SA, Cheng J-C, 
Permaesih D, Rustan E, Karyadi D, 
Olson J. Refinement of the modified-
relative-dose-response test as a method 
for assessing vitamin A status in a field 
setting: Experience with Indonesian 
children. The American Journal of 
Clinical Nutrition. 1996;64(6):966-971. 
DOI: 10.1093/ajcn/64.6.966
[44] Samba C, Gourmel B, Houze P, 
Malvy D. Assessment of vitamin A 
status of preschool children in 
a sub-Saharan African setting: 
Comparative advantage of modified 
relative-dose response test. Journal 
of Health, Population, and Nutrition. 
2010;28(5):484-493
[45] Furr HC, Green MH, Haskell M, 
Mokhtar N, Nestel P, Newton S, et al. 
Stable isotope dilution techniques 
for assessing vitamin A status and 
19
Vitamin A in Health and Disease
DOI: http://dx.doi.org/10.5772/intechopen.84460
bioefficacy of provitamin A carotenoids 
in humans. Public Health Nutrition. 
2005;8(6):596-607. DOI: 10.1079/
PHN2004715
[46] Escaron AL, Green MH, Howe 
JA, Tanumihardjo SA. Mathematical 
modeling of serum 13C-retinol in 
captive rhesus monkeys provides 
new insights on hypervitaminosis 
a. The Journal of Nutrition. 
2009;139(10):2000-2006. DOI: 10.3945/
jn.109.111922
[47] Haskell MJ, Ribaya-Mercado 
JD, Furr H, Green M. Handbook on 
Vitamin a Tracer Dilution Methods to 
Assess Status and Evaluate Intervention 
Programs. Washington, DC; Harvest 
Plus; 2005. pp. 4-24
[48] Tanumihardjo SA. Vitamin A 
fortification efforts require accurate 
monitoring of population vitamin A 
status to prevent excessive intakes. 
Procedia Chemistry. 2015;14:398-407. 
DOI: 10.1016/j.proche.2015.03.054
[49] West C, Castenmiller J. 
Quantification of the "SLAMENGHI" 
factors for carotenoid bioavailability 
and bioconversion. International 
Journal for Vitamin and Nutrition 
Research. 1998;68(6):371-377
[50] Hess SY. The impact of common 
micronutrient deficiencies on iodine 
and thyroid metabolism: The evidence 
from human studies. Best Practice & 
Research Clinical Endocrinology & 
Metabolism. 2010;24(1):117-132. DOI: 
10.1016/j.beem.2009.08.012
[51] Iqbal S, Naseem I. Role of 
vitamin A in type 2 diabetes mellitus 
biology: Effects of intervention 
therapy in a deficient state. Nutrition. 
2015;31(7-8):901-907. DOI: 10.1016/j.
nut.2014.12.014
[52] Via M. The malnutrition of obesity: 
Micronutrient deficiencies that 
promote diabetes. ISRN Endocrinology. 
2012;2012:1034721-1034728. DOI: 
10.5402/2012/103472
[53] West KP, Darnton-Hill I. Vitamin 
A deficiency. In: Semba RD, Bloem 
MW, editors. Nutrition and Health in 
Developing Countries. 2nd ed. New 
Jersey, USA: Humana Press; 2008. 
pp. 377-433
[54] Semba RD. Vitamin A and 
immunity to viral, bacterial and 
protozoan infections. Proceedings of the 
Nutrition Society. 1999;58(3):719-727. 
DOI: 10.1017/S0029665199000944
[55] West CE, Rombout JHWM, Zijpp 
AJVD, Sijtsma SR. Vitamin A and 
immune function. Proceedings of the 
Nutrition Society. 1991;50(2):251-262. 
DOI: 10.1079/PNS19910035
[56] Sommer A. Vitamin A, Infectious 
disease, and childhood mortality: A 
2¢ solution? The Journal of Infectious 
Diseases. 1993;167(5):1003-1007. DOI: 
10.1093/infdis/167.5.1003
[57] Sherwin JC, Reacher MH, Dean 
WH, Ngondi J. Epidemiology of vitamin 
A deficiency and xerophthalmia in 
at-risk populations. Transactions of the 
Royal Society of Tropical Medicine and 
Hygiene. 2012;106(4):205-214. DOI: 
10.1016/j.trstmh.2012.01.004
[58] Whitcher JP, Srinivasan M, 
Upadhyay MP. Corneal blindness: A 
global perspective. Bulletin of the World 
Health Organization. 2001;79:214-221
[59] Organization WH. Vitamin A 
Deficiency and Xerophthalmia: Report of 
a Joint WHO/USAID Meeting. Vitamin A 
Deficiency and Xerophthalmia: Report of 
a Joint WHO/USAID Meeting. Geneva: 
World Health Organization; 1976
[60] McLaren DS, Kraemer K. Manual 
on Vitamin a Deficiency Disorders 
(VADD). 3rd ed. Switzerland: Karger 
Medical and Scientific Publishers; 2012
Vitamin A
20
[61] Organization WH. Xerophthalmia 
and Night Blindness for the Assessment 
of Clinical Vitamin a Deficiency in 
Individuals and Populations. Geneva: 





[62] Natadisastra G, Wittpenn JR, 
West KP, Sommer A. Impression 
cytology for detection of vitamin A 
deficiency. Archives of Ophthalmology. 
1987;105(9):1224-1228. DOI: 10.1001/
archopht.1987.01060090082033
[63] Sommer A. Nutritional Blindness. 
Xerophthalmia and Keratomalacia. 
New York: Oxford University Press; 
1982
[64] Sommer A, Hussaini G, Tarwotjo 
I, Susanto D, Saroso JS. History 
of night blindness: A simple tool 
for xerophthalmia screening. The 
American Journal of Clinical Nutrition. 
1980;33(4):887-891. DOI: 10.1093/
ajcn/33.4.887
[65] Asrat Y, Omwenga A, Muita 
J. Prevalence of vitamin A deficiency 
among pre-school and school aged 
children in Arssi zone, Ethiopia. 
East African Medical Journal. 
2002;79(7):355-359. DOI: 10.4314/eamj.
v79i7.8838
[66] Kurugöl Z, Egemen A, Keskinoğlu 
P, Darcan S, Akşit S. Vitamin A 
deficiency in healthy children aged 
6-59 months in Izmir Province of 
Turkey. Paediatric and Perinatal 
Epidemiology. 2000;14(1):64-69. DOI: 
10.1046/j.1365-3016.2000.00229.x
[67] Maziya-Dixon BB, Akinyele IO, 
Sanusi RA, Oguntona TE, Nokoe SK, 
Harris EW. Vitamin A deficiency is 
prevalent in children less than 5 y of age 
in Nigeria. The Journal of Nutrition. 
2006;136(8):2255-2261. DOI: 10.1093/
jn/136.8.2255
[68] Samba C, Tchibindat F, Houze 
P, Gourmel B, Malvy D. Prevalence 
of infant vitamin A deficiency and 
undernutrition in the republic of Congo. 
Acta Tropica. 2006;97(3):270-283. DOI: 
10.1016/j.actatropica.2005.11.008
[69] Semba RD, de Pee S, Panagides 
D, Poly O, Bloem MW. Risk factors 
for Xerophthalmia among mothers 
and their children and for mother-
child pairs with Xerophthalmia in 
Cambodia. Archives of Ophthalmology. 
2004;122(4):517-523. DOI: 10.1001/
archopht.122.4.517
[70] Schćmann J-F, Malvy D, Zefack 
G, Traorć L, Sacko D, Sanoussi B, 
et al. Mapping xerophthalmia in 
Mali: Results of a national survey 
on regional distribution and 
related risk factors. Journal of the 
American College of Nutrition. 
2007;26(6):630-638. DOI: 
10.1080/07315724.2007.10719640
[71] Dole K, Gilbert C, Deshpande 
M, Khandekar R. Prevalence and 
determinants of xerophthalmia 
in preschool children in urban 
slums, Pune, India—A preliminary 
assessment. Ophthalmic 
Epidemiology. 2009;16(1):8-14. DOI: 
10.1080/09286580802521325
[72] Ngah NF, Moktar N, Isa NH, 
Selvaraj S, Yusof MS, Sani HA, et al. 
Ocular manifestation of vitamin 
A deficiency among orang Asli 
(aborigine) children in Malaysia. 
Asia Pacific Journal of Clinical 
Nutrition. 2002;11(2):88-91. DOI: 
10.1046/j.1440-6047.2002.00268.x
[73] Arlappa N, Balakrishna N, 
Laxmaiah A, Raghu P, Vikas Rao V, 
Madhavan Nair K, et al. Prevalence 
of vitamin A deficiency and its 
determinants among the rural 
pre-school children of Madhya 
Pradesh, India. Annals of Human 
Biology. 2011;38(2):131-136. DOI: 
10.3109/03014460.2010.498794
21
Vitamin A in Health and Disease
DOI: http://dx.doi.org/10.5772/intechopen.84460
[74] van den Briel T, Cheung E, Zewari 
J, Khan R. Fortifying food in the field 
to boost nutrition: Case studies from 
Afghanistan, Angola, and Zambia. Food 
and Nutrition Bulletin. 2007;28(3):353-364. 
DOI: 10.1177/156482650702800312
[75] Allen LH, Haskell M. Estimating 
the potential for vitamin A 
toxicity in women and young 
children. The Journal of Nutrition. 
2002;132(9):2907S-2919S. DOI: 10.1093/
jn/132.9.2907S
[76] Jen M, Yan AC. Syndromes 
associated with nutritional deficiency 
and excess. Clinics in Dermatology. 
2010;28(6):669-685. DOI: 10.1016/j.
clindermatol.2010.03.029
[77] Olson JA. Vitamin A. In: Ziegler EE, 
Filer LJ Jr, editors. Present Knowledge 
in Nutrition. 7th ed. Washington DC: 
International Life Sciences Institute 
Press; 2001. pp. 109-119
[78] Penniston KL, Tanumihardjo 
SA. The acute and chronic toxic effects 
of vitamin A. The American Journal of 
Clinical Nutrition. 2006;83(2):191-201. 
DOI: 10.1093/ajcn/83.2.191
[79] Melhus H. Vitamin A and bone. 
Diet, Nutrients, and Bone Health. 
2011:171-192
[80] Melhus H, Michaelsson K, 
Kindmark A, et al. Excessive dietary 
intake of vitamin A is associated with 
reduced bone mineral density and 
increased risk for hip fracture. Annals of 
Internal Medicine. 1998;129(10): 
770-778. DOI: 10.7326/0003-4819-129-
10-199811150-00003
[81] Michaëlsson K, Lithell H, Vessby B, 
Melhus H. Serum retinol levels and the 
risk of fracture. New England Journal of 
Medicine. 2003;348(4):287-294. DOI: 
10.1056/NEJMoa021171
[82] Seeman E, Duan Y, Fong C, 
Edmonds J. Fracture site-specific 
deficits in bone size and volumetric 
density in men with spine or hip 
fractures. Journal of Bone and Mineral 
Research. 2001;16(1):120-127. DOI: 
10.1359/jbmr.2001.16.1.120
[83] Lind T, Lind PM, Jacobson A, 
Hu L, Sundqvist A, Risteli J, et al. 
High dietary intake of retinol leads to 
bone marrow hypoxia and diaphyseal 
endosteal mineralization in rats. Bone. 
2011;48(3):496-506. DOI: 10.1016/j.
bone.2010.10.169
[84] Lind T, Hu L, Lind PM, Sugars 
R, Andersson G, Jacobson A, et al. 
Microarray profiling of Diaphyseal bone 
of rats suffering from Hypervitaminosis 
a. Calcified Tissue International. 
2012;90(3):219-229. DOI: 10.1007/
s00223-011-9561-6
[85] Venkatesh Karthik S, Campbell-
Davidson D, Isherwood D. Carotenemia 
in infancy and its association with 
prevalent feeding practices. Pediatric 
Dermatology. 2006;23(6):571-573. DOI: 
10.1111/j.1525-1470.2006.00312.x
[86] de Benoist B, Martines J, Goodman 
T. Vitamin A supplementation and 
the control of vitamin A deficiency: 
Conclusions. Food and Nutrition 
Bulletin. 2001;22(3):335-337
[87] Sommer A, West KP, Ross AC, 
Olson JA. Vitamin A Deficiency: Health, 
Survival, and Vision. New York: Oxford 
University Press, USA; 1996
